(19)B#H#fftT (J P) 



< i2 > & m wt & $s (a) 



#51^8-245414 

(43) t&MB m 8 ¥ (1996) 9 /1 24 B 



(51) IntCL 6 
A 6 1 K 38/00 



ADU 
AAM 
ABD 
ABF 
ABG 



8517 -4H 



F I 
A6 IK 

C 0 7K 
C 1 2 P 
A6 IK 



37/02 
35/12 
14/52 
21/00 
37/02 



ADU 
ACV 



K 



AAM 



«eh« m^mvme ol t£ u jo m&m\zm< 





If HW~ 183141 




595103946 












7 ^(1995)7/1 190 












Private Biologlcals 


(31)«5fctfc£3&#^ 


0 8/3 7 9, 9 6 0 




Corporation 


(32)ffi3fcB 


1995^1^278 




7*Vt)&%im ^3— 30326, 7 


(33)fl8fcl££3g« 


*H (US) 




h^>^, *-f— h- 811, If— ^'J — 




0 8/4 8 7, 1 2 2 




U— H XJ<. -f— 3400 


(32)«$fcH 


1995^6 n 7 B 




J — VX XA. D>?t-X, ^^."7 


(33)ffi$fcft±!iS 


*B (US) 




T^U*-8*H V-a—VT 30327, 7 


*fejg3o*3s i mmm d 












■JiXK D— K 1466 






(74) ft3 A 


#JS± 0J* 
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(57) 

i^JSE^ft, J3 H If I L- 6 Is^tMO 
Ji# K H dl L *»0 J: * « 

b v * v - ? - m-m-t z> mm^^m t 



(2) 

1 

a) «r»**±-eK»iBa***-f-4xe ; 

b) »aia«*±.»*» Riitoata^iv^sK-cs* 

6 ] mrieifli**, iii-40 t;BLToaiaE(;.* 

[tt*]®7] mrlS?&«±.r»^ *» 3 * J3 S *l 

1 IClEUtO^o 

** 1 KSBflUO^ffio 
IB** 1 2 1 t«!B*fflJfert J R PM I 1 7 8 8 tfoZ-jx 
' 4ttftt*t), fIffCLL166T-7^'J*>^ 

[ST** 1 3 ] ffi&R 1 UEIRO^fetc J: 0 S5it § 
[I?t#* 14] »^5UC«0#ifcKJ: *>*»S*t 
[W*« 15] I L - 6 co_h_.pf.l~ <fc 19 ifcgfco'lt <b 40 
flEfc^f-vVTUiSV^T, I L-6 P^A-Sril^S-tf&l-. 

ifcJil L-6IB#flH*£*-#-*-€-OttSH$fc*»<bfc 
W*]|16] ft*** 1 - 1 B 2®5-z.bthZ> 5 0m 

7] HirESE** 1 , I L - 6 U^<)Vff)±^-l l Z 50 



itfBS^FS - 2 4 5 4 1 4 

2 

** 1 5 j-t_*o*§jstto 

[W*3» 2 1 ] W*JI 1 5 (-«BIS«0iBLSE«j-C* r> T- 

ttrisi*#^ (mm) ; M^iM : SP* 

*;+ir7X*-7>S;*^-y^i (KS) ^ 

*3*flE*ife ; flHfcHtt'J* -7-^*5 itfffi^Httife (R 
A) ; _k*tefi_«__3ft* ( S L E ) ; &§k&mit&. (M 
s) ; iSffliJS (mg) ; ^-v ^-'^-se^s* 
(GBS) ; h # -> -y 9 -> a v * •__{£;_# ; mttis J; V s 
4 *teWKk$k ', HTL V- 1 (HA 
M) ; TA-v-'N-f ; #JflsBUE («fe#ffllfe«iJS.) ; 
't«tttt«B* <t *^->-f^ JM- ; T v )i>*?— ; 
jBPFteHftSSF-k ; W^ASfc^FiS ; $_£1__Mr«e«. ; BE 

ife ; -xmmm.') >^m ; sms.-^ y => ? ; 

; 'PNaJfeS ; ^-*>a,«t*e ; flB«« ;hiv;b 

ife ; *t*3fcW«*^ ; J: ^'iti&i^s ; ffi 

■t^B ; flSTS*)K5S ; fttt*»ife ; ; #W 

ik : w®pa«^m® ; p?«tt-&-aa#^ iff 
: 7^->-/m ; i« ; a^itt^ ; ^sss ; 
m±mmm ; — v nM^-fnijgi ;f&wmum ; 

& ; > »; ; ¥4^^*^ ; tAi ; 

4"JS« ; if^x ; 1 g Af^ ; ; 7 r 

; «*M#ttJii'j^«iiaMSE ; a a vmmnmm^. 

2 2 ] meimm^ x^n>^'-^ 

A'^i/sJi-to— »-t?<o«jfcn± i)jejME*$tL4 % m 

*5 1 5 lc|S^<^M^ 0 
[H^3I2 3 ] HbZiMf&tetiK SIi#-^C LL156 

1 1 7 8 8-C^>4, W*^l 5 Kfe^O&JjSttJo 

4, ffif^l 5 UC4ROiiftJ£». 

[K^s 2 5 ] mmmmtgm&i&tf. th7^> 
2 6 ] mm®.f&®>i>\ J: ir ^ * > x 

5 tcia©^^^ 0 
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3 

[o o o 1 1 

{&W<Dm-fZ>i%ffi»¥f] #SfefP§li, I L — 6 \y^.)V<n 

±#u X *) # Ifco'it <b i\hm* <r>n^<o&ffifr&& X u* 

fi:So*<o 
[0 0 0 2] 

mZflfz 1 9 9 5^1^27 BffiMcO*Biai®#-^-*0 
8/3 7 9, 9 6 0-?-> i3 <t O-Thomas M.Rodgers Jr. 33 JO 
iOT.Ronald Theodore^ J: Z> X Z/& 

^^ffla^^i^^SJ 9 9 3^ 

7fi 9 Bffi^*g.mR#-§-^0 8/0 8 9, 7 5 1f 

[0003] 197 otfttinmfrb. mM<7>m-&mrf, 
* j mm^^fm^m^-rmtsis x zrmmL&i- 

x_ti\ McDan i e I , M. C. h~. CI in. Immunol. Immunopathol. ^ 
91104H (1976) ; is iO^apermaster^.W. Clin. Im 
munol. lmmunopathol..5:48-59 (1976) l" J: 

tz 0 -?"ttli x 0!lx.l4\ Papermaster,B. h ..Advances In I 

mmunopharmacology,507— 511H (1981) ; Dunn, P. A. 

<b, J. Immunol. Methods 64:71—83 (1983) ; Papermast 30 

er,B.W. ib. Cancer 45:1248—1253 (1980) tCfc*)lEffe 

ZKX^Zx, 

[o o o 4] ^x'Ugr&w-i h n-i >amm2ti^ ? 

14, Yii<< ><T>4 >\z¥?-(Om&AZ& 
X&tJtfteZtlX^Zx, 
[0 0 0 5] 

mm-hm®:^ x- 1 t-r&wm m-?r, 40 

[0 0 0 6] *%:WtfZbl l zBftt-rz>Ztlt. IL- 

mum*. mm-rz^tx&Zo 

[0 0 0 7] 

nZtifz&ftT-C. ^ hlfilrS^^^ft* I L- 60^f 



If 63 ¥8 - 2 4 5 4 1 4 

4 

o±#i:J: *>=h.5l**, #t::1f5S<aa!*>*, 

l£ft«M, i*t?>o|»1FUHilLfc**, ftMft 
t5> «b £ C & Hffcffl x & ± xm&<o *J4fr *tt£«.<OJH*6 

(wast i ng) £ £ <±flfcOffi« * i> *# * ifr*-*" * 
*!)UK-^$tt?#-& 0 SPi Lv^Ba#(4 s T ii > 9 4 
-fU 3 yfrb'ftbtiZRPMI 17 

[0 0 0 8] *flWJ4, ti&kfo^Oik^Ofzibe)^ iktia. 

U co^-ftii. J^.Tcoxe*-S.-S-i-^ : 

a) «rSW*±-e»M)!a*i&*i-4lfl; 

b) »»iB&«f*-ti**, i±ffiwiiii^iv>«ifff* 
t4ia : *$ .tv 

c) «±»«ra#4t?i(t«r-*-4ie, 

[0 0 0 9] 4fS Lv^JS-^T-li, ±:IE«f*IfIl4, 

[0 0 10] ff4Lv»*IMRtt"CM\ ±EiSf*fflte«ix 
[0 0 1 1] »SLv»lt*3»»TI±» ^f&WW^afi. 
X'$>2> B 

[0012] $ h\zut L^mmmmxa. * * 

loon] L^mmmmxti, jiie±-»i±. 

^) o 

[0014] s^>K»4uv»*it»«t?tt, ±ie?^<«± 
[0015] aio» t L^mmmmx'it, ±m±mi*. 

[0 0 16] SU«5»t Lv»StJtl!«-C(i, -hIE-hr»i±. 

[0018] ffj L^fommxii. ±mmmi* 1 gM 

[0 0 19] *f*Lv»*ifcSR#T?J4, ±IEfflS&(4, RP 
MI 1 7 8 8 fcf*3ft4«HI&*|ct?**K SlftCLL 
1 6 6 XT * 'J * ^y^^^ft-nl/^y 3 

[0 0 2 0] S?,U*»WJ4x ±E*ffi»=J: 

[0 0 2 1] I L-6<D±#(iJ: r;#gio-tt 

?»Ji*l»*«:te*i-4fcJ<>OjftJS»4:a«L» I<0« 
ifeli, *^W^'g#BriS^^ J S' V Tt-iSV^T, IL-6 
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5 

- *5Mfci-4*if ***** fciiiL-6 IS«r£14£* 
+ 4 4 4« 

[0 0 2 2] »S Lv»*iS»ttl-CJt % ±tBa*w±, & 
^*A 5 \ lB2l#x.f)W5 0mlO^tJ;l)i!'' 

[0 0 2 3] tji L^*Jt»»-Cli, -tiEBfSli. I L 

[0024] »i L«/>*jfcai«i-eii, ±iB««(i> 

[0 0 2 5] IfiL^iftiifii, ±e»*ii. ft* 

[0026] »t L^mmmmx'it. _tie&#(±, as 
[0 0 2 7] «f i Lv>*isii«-ci±, ±e*#(±, J£it 

: (mm) ; tt^ift* ; %mm ; * 

fyx^7^;**-/ftl (KS) ; *'n-> 

; ^Tf-feilfteOHiBife (RA) 

#ttlE3Ete3ft* ( S L E ) ; ^UttWkiE (MS) ; £ 
(MG) ;«^-A'l/-S(|flf (GB 

s) ; h^"yy^^3-y^mm^;mm^^i>''y^ 

HTLV- l-H«»Hffi (HAM) :7 

ftizT^ ; »ettft«k^s ; ; eg#-£.e.# 

wmmm : ^a,^ ; ss*a ;hiv; ww&m. ; ^ 
«^Bfl&i4ajflL* ; mv&mitk ; ; 

; «#«-S^i3 «t urflittNE* ; mbbfk ; BST 
mmm ; .%HM*ffc ; ; mwtmm ; * > 

a ; uttPHiife ; &sm&m ; nsgia«£ : nmm 
SL&mmm ; imftte-fri&flss -r ; nw&n : t 

«S ; ^ u 3 9 - tfn >; ; ; E*fflJfe14 

iiM^w^i^M ; litil ; BEictt«£g3Mfi$ ; 

v ; fftRtiS ; ; *te«t»&M ; 
lf7X ; I gA^g; ftl£l*$ ; 7r>3--jtA ; 

■aww*ttJi<i'>*iitp* ; & * trausttHMtfio 

[0 0 2 8] #4 Lv»*ifc8«-CJi, ilBfcJftfcKiiv* 

[0 0 2 9] fiPf Lv»*JfcSt*TI4, ±fBa)S^lci5v^ 
T, ffljfe**^ $lt##C LL156T-7^'J*>?-f 
^'-t;u*^-^^-t; ; S : it$tv7 , t:RPMi 1 7 8 8-e* 

O 

[0 0 3 0] #4 Lv^**JR*-C(±. ±EiWlft*«*» 



(4) 1$H¥8 - 2 4 5 4 1 4 

6 

[ 0 0 3 2 ] 4fr* L^**]R«-cii, ±iaa«:»(i. » 

[0 0 3 3] *A#i3J:tKeEft?Sl«»^{&«a*Uo 
[0 0 3 4] 

io mmcn^m^m 

six. «anfe**j&»oa-t^«4 tzimmizx *)&z>^ 
[0035] («3B&) as^wa«:»s:K*-r&fc**c* 

y-fc^^iU^-V-n v s >i:$ftffC L L 1 5 6 
"CSFltSttrv^RPMI 1 7 8 8-C*»K -ttii, fl} 

«I»"C«± TLK-2 0 0J looSBBI 
50 1*. ATCC CLL1 5 6 0^t)^^MW\ — flS 

[0 0 3 6] fflv^tL»Sflfe<S0«fflJ&1*(±, IB 4, Ra 
j iOJ:9^EBViSCMftm, -T*Ud\ Bu 
rkettU >^^Saaj&<*. iSiVRj abOJ:^4r*EB 

v/g*Ba8Jiai*r-$>^o ^tttb^aa^ii, atccj 

fct±flfcOA#5fe (WiffTufts New England Medical Ce 
nter, Boston, Massachusetts) fab A¥-$ tL#^ 0 
[0 0 3 7] (BMIH^) »<7)ff»^)f:i6t:fflv^ 

l±. m*«^E@?- (TNF) . 45 J: l/^***:: 

tz irmmmm^ t tz a - * - com m t tz \*&$t<o x 

©LTSIfla^ r«ft (prime) J U *v»-C, ^OfflS 
50 itL^o^Wisi^WWi. ifctt+KfiBSfLT 
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(5) 

7 

[0 0 3 8] «BJI&^. ftiKli, b 

Bio Whittaker, Inc. ,Walkersvi I le,MD3 £(£Gibc 
o, Life Technologies, Inc. , Grand Island, h \^-<0 10 

#W^>lscove's Modified Dulbecco's Medium (IMDM) 
UiD f 2 5mMOHEPESt:Aft'9Ji*o CcoiMD 
M£J:{/ L-^? S > 4 ttz^ Bio Whittaker*^ A 

(neglible) "C#>£ 0 $!x.l±\ fflm$£&k<OB\o Whitta 20 
kerjfiLvt^**0 I L - 8 Ol/^ (aJB&lfe*^ffiU*» 
1\ r±i*J tPfCttx-S) (i, 0. 3 6 7 ±0. 
1 7 n g I L-8/m 1 hSO^^tL. ^LTGibcolfiL 
S«W<7)IL-8<7)M;Hi:, 0. 184±0. In 
g I L- 8/m 1 fc8H5££*t*: ; Bio Whi t taker jJl vf 
igMOTNF(OM;Hi, 0. 3 11±0. 2 4 ng 
TNF/ral-C*^ -5- LTGi bcoJfiL'/f^^^ OT N F 
Ol/^;Hi, 0. 17 9±0. 0 7 ng TNF/ml 

[0 0 4 0] JfoitSOJliffiS^ ^^^>ifiL?KM5:^r-t^ 
SA<7)£ft K is r KJC& £ dig L#4ik £ *t 

[0 0 4 1] MR*.- 1 X 1 0 6 *fflB&/m 

^oSW<7)pH(i, $^7. 00 + 0. 15tWc 
[0 0 4 2] «xJf. ATCC*?)Xf LfcRPMI 1 
7 8 8», 3 7W*«4 1 t«U f tt:2%C0 
^^>\ £J;tF2- 5%OjE#b bifiiJUf (Gibco) 40 
ttzlil 0 — 2 5%k: bT;U^^> (Gibco) *«JEL 



#S¥8-2 4 5 4 14 

Iscov^itfe (GIBCO BRL Life Technologies, Inc. ,Gaithe 
rsburg,MD^<bA*) t:tfi^ISt^ 0 SfflB&S: 1 X 1 
0 6 £fflB&/m 1 SrSx.^>aiB&9&JSUJti-&i"C, T7 5 
■7^^n^T% 5%C02»H&T\ 3 7tt^tt 

* 0 8 o o x g-c5»moift-r:^«i3t«±»a 

£r$irt ? 2 0 0ml O^itk+U 0 . 2Xl0 6 »/m 

i <?>**T*!g?5L?#&o -xv^t% i x i osfflm 

[0 0 4 3]frt\ *ffl)&£. 0. 2X10 6 $BI3&/m 

/m 1 O^SUiii-^> £T\ 1 0%CO2^SL, L 
T*S§tLfc5 0 0ml <on-^-^b ;i/tp"C^*L» 

[0 0 4 4] (ffllBaSffiSafflJsJ:^^ b*-f 
^<0^«f ) RPMI 1 7 8 8 L K 2 0 0 

tW&) frt>£kf&ZtL&±m. is J: tKlfeofflBSft : IB 
4, Raj i, Bj ab, ±5*0^^ Fvx>, PHA 
U»i"4ifcUJ: 5SttftS*t**«J*L3« (PBC) , 

*HJiatwi»$tLrv^4v^l 0 % vfl&JEJfiLTt (F 
CS) igifc, i5 i^TaiftOKT 3 <7>±ifo 
1 - 3 Izmir o Slii. RPMI178 8**1 JIBfitt 

ALm*%;mi-2>ztimi~o tatccj t^^^ 

ftfz R PM I 1 7 8 8» (i<^«cS:«?0tCJBIALfc4: 
>tf hu-etiis^£> <*iJIL&v,>) {J. 

T^&^t^ RPMI 1 7 8 8*feli> ffi<o*-c.am$tL 
& Xmm<r> (naive) J CD4 5^f Vl^Ml^^ 0 
L^L> CIO$cf3\ Becton Dickinson HLe-1 mAbtRJCE 
te-e*£o CD4 5 Oft#^-/^-f ^35**^.15 tt^« 
P^-C**Michel Streuli»± (DFCI, Boston) U 
J:;H.<f. z<nm±, B<Dfr* i7tr(iBi5<tU i C-x.^rV> 

[0 0 4 5] 
1*1] 
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(6) 



f&mW 8 -2 4 5 4 1 4 



-7- *- 
mAb 

cm 

CD5 
CD 19 
CD20 
CD21 
HIA-DR 

X 

CD45 

(HLe-1) 

CD45RA 

(Leu- 18) 

CD45RO) 

(UCHL-1) 



RPMI 1788 



+ 
+ 
39% 



5/82 



T34 



Raji 



+ 
+ 
+ 



81% 



10 



Bjab 



+ 



53% 



[0 0 4 6] ( + ) &±U? (-) coftllt^ ftL-ftll 0 
0 %&£Z/Q %<D$£%i$:7F-fo RPMI 1 7 8 8ioJ:^ 
IB4«lfti^ EBV + LCLti^o Raj i ii, 
Burkitt'J >'*mx*$> «9 . *€" LT, Bjab Ji* 
EB VS^B3fflJf&tfcT*&<&o ZtLb<DF AC sfrffi-em 
v^^^TCOmAbii, SlCD2 1 ^^TF I TC * 



*l^ji*t*-9f: 0 M^CD 2 1 mAb(i, CD 

2 i*M§&m^^mi-^^:^t^ fct^x^ igG-Fi 

[0 0 4 7] 

Ii&2] 

(pg/ml) 



±m 



EL-t £ 



IL-2 



IL-4 



Jgjft 10% FCS 80 

PHA- ifitt^b PBMC 1.003 

IB4 SO 

Raji 80 

Bjab 80 

RPMI 1738 80 
(ATCC*>£A¥) 

RPMI !7« < 2 /l***T! A*) *> 

LK200 (foburaa^ £> A^)4/28 80 

LK300 (f oburns&» £ A^. 1/D 80 

LK200 (foburn^^A^. 1/10) 80 



[0048] * I L - 1 /?. TNF, I L~6. IL 
-10. IL-1RA, RlSttIL-1 l/-f/^-^>f 
7°\\ (sIL-lRII) . L- 8 ii. RIAt: 

J:»)77-tU/:o IL-2. IL-4. GM-CS 
F. & «ttfl FN-y W\ Endogen^^A^^^r y h £ 



0 0 20 

0 0 92 

1,602 23 4,705 

0 0 20 

0 0 20 

0 0 20 

0 0 94 

0 0 94 

0 0 20 

KD NT) 20 

ND KD 20 



ffl^tELISACiOry-t^Lfco IL-1211, 
R&DSystems^ <b A^O^r y h ^ffl^T|p»i:7 7*t I 

[0 0 4 9] 
[*3] 
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(7) 



ifflflWS - 2 4 5 4 1 4 



JJ 



12 



(pg/ml) 



±m 


IL-8 


IL-10 


IL-12 


UN- r 


*gm i% ab aim 


34 


20 


0 


0 


jgift 10% FCS 




29 


0 


0 


pha* rife^t pbmc 


22.640 


1.436 


0 


865 


1B4 


30 


20 


0 


0 


Raji 


30 


22 


0 


0 


Bjab 


36 


920 


0 


0 


RPMI 17« <ATCC*>£A^> 


135 


20 


0 


0 


RPMI 1788 


34 


20 


0 


0 


LK200 <fobarna>£A#)4/23 


30 


20 


0 


0 


LK200 (foburnfr^A^.l/*) 


96 


20 


ND 


ND 


UOOO (loburn^&A^.l/lO) 


83 


27 


ND 


ND 



[oo5oi * >mmm^&mzm^hti2>m:&i!k 



* [0051] 
[*4] 



(pg/ml) 



JitR tL-IBA TNR CM-CSF stL-llUI 

igfft 2% ABlfilTfl 107 41 0 432 

Jgife 1056 FCS 93 S3 0 164 

PHA- PBMC 8.516 2,181 190 528 

IB4 48 178 0 1,100 

Raji 86 98 0 212 

Bjab 227 U3 0 148 

RPMI 1788 <ATCC*»£A#) 86 191 0 404 

RPMI 1788 (2/16#3H"CA#) 1*1 118 0 296 

UOOO Orobum$>£A#> 4/23 61 175 0 304 

UC200 0robum*>£A3M/8> 137 225 ND 236 

LK200 <ITobiirnJ&»S>A^,l/10) & ^ ND 352 



[0052] *2. & £0^4 U*i-j»*ti. L 

K 2 0 0iJJ:(i f RPMI 1 7 8 8 _tv#^S&&*<7> I L 
-8 ( 1 3 5 p g/m 1 *Mr*7FS) £ itflSiio 
TNF (2 5 0 pg/ml*l) *^-f%> £ t SrlftW 
Uv^o B j a b<*fi*<OJivt(i. IL-10 

(9 2 0 pg/ml) Sr£*i"£ 0 £*lti. EBV^i 



^-fTM IL-UW- (1, lOOpg/ra 
1 ) (shed) 0 B j a bflcti, SjK&m (2 2 7 

pg/ml) OIL-lRAS:M^o 
40 [0 0 5 3] 
[*5] 



-7- 



13 



BBS? 

PHA 

UC200 (foburn*>t>A#-)l:S* 
LK200 1:6+ 

RPMI 1788 <ATCC*> £A#)±?*1:3- 
RPMI 1788 (ATCC*>£A^)i:rtl:8* 
OKT3 (O.I /tg/ml) 

OKT3 + LK200(foburn*>£A#)l:S + 
OKT3 + LK2O0 I;6 + 

[0 0 5 4] * -cr>*Sfc (5/9/95) ^OPBMC 
<OJtffi#(*, Damien Sorce~C& o 7li 0 
ffliov^, 12. 5 X 1 0 6 «<^SBJ!&*> ^tf>fc hT 

5mlc0^fi^T^>^a^-M/c (10 
/i g/m 1 X 1H#R|) o *ffiJ&£. 2%<7)b h ABJflL*±5 
<t V 4 fx g/m lO^'J? *v>B£1itJELfcRPMI 
Jgit*-Cl&*Lfco 3 7tJ"e4 8Wf«H*. 5WfcS*tfc*. 



( PHA 

LK200 <Woburn*> £ A^) 1 : 3 + 
LK200 1:6+ 

RPMI 1788 <ATCC^*>A^)±ff?l:3 + 
RPMI 1788 <ATCC*>£A^)±r@l:6 + 
OKT3 (0. 1 fig/nJ) 

OKT3 + LK200(Woburn^t>A^)l:3 + 
OKT3 + LK200 1:6 + 

[0 0 5 6] * ***»0«»*iRS:»9o 



(8) #^^FS- 2 4 5 4 1 4 

74 

U ~< (pt/rnJ) 
£ CL-2 il^ ^ 



143 


0 


0 


3.475 


1.003 


1,602 


13 


4,705 


80 


0 


0 


2.368 


80 


0 


0 


1,147 


80 


0 


0 


925 


80 


0 


0 


483 


102 


0 


0 


2.852 


80 


0 


0 


2,722 


1.032 


0 


0 


4,004 



TNF. IL-6. IL-10, I L- 1 RA. oJi#14 
I L - 1 Uli-f?-? 4 -?\\ (sIL-lRII) , ioJ: 
tfIL-8li, R I Allcfc *)T y Jzj \^fz 0 IL-2, 
20 IL-4, GM-CSF, £ J; V s I F N - y (d\ Endoge 
n^f?A^^7 h ^fflv^EL I SAtli^T-y-tr-Y 
L^o I L — 1 2 3: ^ R&D Systems^ £> ^7 Ft 

[0 0 5 5] 
* [St6] 

U^<JU (pg/ml) 



IL-8 


IL-10 


IL-12 


my- 7 


22,830 


45 


0 


5 


22.640 


1.436 


0 


865** 


25,140 


38 


0 


6 


25,980 


32 


0 


0 


16.640 


49 


0 


0 


13,270 


37 


0 


0 


18.180 


543 


0 


461 


16.320 


561 


0 


256 


28.970 


1,013 


0 


587** 



[0 0 5 7] 
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igiti! 2% AB DUrS 
PHA 

LK200 <WobUm^ £ A^)l:3* 
LK200 1:6 + 

RPMI 178S (ATCC^bA¥)±^l:3 + 
RPMI1788 (ATCC*- t>A^)±?f l:6-f- 
0KT3 (0.1 /ig/ml) 

OKT3 + LK200(Hfoburn^ 6Af)l:S + 
OKT3 + 1X200 1:6 + 

[0058] $5, &£XJ*Wi7 IZTjkZttZ X 9 

tl, i^(7)LK2 0 0i»<7)^tl^ Sf^t-f hii 

^ ClTCR mAB OKT 3<7)fg:Sjg"COiSI&?A* 

1 0f&il±-e*o7to TNFffi^ti. 2 5 0%ifimU 
f ITI L-80^fc(i5 0 %«!»[! Lfc 0 IL-10O 
M£li2«-Cafeort:o O KT 3 /ftfCii 2 pg/mlO 
GM-CSFOlt* s , OKT3 + LK2 0 0 (1 : 6 

*«0 -cti Hpi/mi icitinLTto 

[0 0 5 9] L K 2 0 0 gft^MUf V^ibii^ 2 %C0 

OIL-6, IL-8, ^i^IL-lRA^t^t 
&o LK2 0 0i5J:W f RPMI 1 78 8<0_tr#l±. <10 
»***L<»»H-&o #CIL-6<7)4S(i> 8 0% 
<fc <«^S*tfc 0 I L- S<7>$Lm$, ft) 4 0%« 

[0 0 6 0] £ix<b<o«*(i. :(7)lffi»^ -f>mf 
<± - <7)a«;%<7>ffi^«:^ i: ftffisftffl out* ^ 

[0061] (**WKSsT«Bfc**'jT> x^na. 

>7KS ^(iiiflrO^aAa* ( 0 . 1 5 N N a C 1 ) 
[0 0 6 2] (iNlfi«««tt<0«La) »4 Lv*HJfc«« 



(9) #fH?^8 - 2 4 5 4 1 4 

7<5 

u -< rt/ (pg/ml) 
fL-IRA TNF GM-CSF sIL-IRII 



4.165 


292 


0 


4S8 


3.516 


2.181 


190 


528 


2.372 


223 


0 


316 


2.906 


159 


0 


356 


6.277 


198 


0 


365 


4.811 


154 


0 


344 


6.328 


541 


2 


524 


7,755 


651 


2 


663 


4.545 


1,375 


19 


524 



[0 0 6 3] (tt«) «iH»4i««*fl : T-eMJft*i&* 

mt. 2 5 0, 0 0 0^F >*ii<D5H\ itJffiL 
(111 5 0, 0 0 0^)^ >*i<^^?-f liLi v\ 

tRix.ifo. 2 5 5 ?u>74 >v*-*m^x, i&m-tz, 

[0 0 6 4] ±rtf±, 3 7t:coiaftT-i 0%<0 

50 JJfJfeSrafltft**, K9'fT'f^±, 
if;li')A'h77'J- f-tp-e, ft- 4 Ot 8 0"C 

[0 0 6 5] (m^lft8J8;l&<03-$f) 4 5&OLK-2 
0 0 Zm+WJ h i)4 V[;-3V>T7 7-fe'f U 3t2 lz 

40 1 &TX*&lfeZti2> 0 -ISWl^ 1 0 n gi.T'OP'!* 
[0 0 6 6] II. fifj-Si?*?* 

(«f*S*L»4PMF) 4 >*-rnf*>-6 (IL- 

6) a, &\<*3m<o**&miBmKi&i5-x.&&i!Mt 

(EBV) tIS6«S^;CES S U V/<1F3»»#|S|*9 
WftS/nyj >53-i£:><7)il^H?-t LrWJtSttfco 
d*tli, .fttt^ (acute phase) * w«*Rfc LT$MH 
50 ?*L4*» % -toailliiKOiHMaSrML, *LX&LfBit 



17 

<n $m \z m < m t> -o x ^ 4 t # ^ n r v >4 s m & * 

[0 0 6 7] I L - 6 iZft-TZ, U-b^^-lig p 1 3 O 

o Tfig U — B. 'J if y Vim** ZtMfe 
{lis-yi-fr&m&o g p 1 3 O 7 — & I L-6 t 

(LIF) s *>nX?f-> (oncostatin) M (OS 

m) , in i, tsxzf^ffitt-nmmmit®^ (cnt 

F) Z&<£-f2>) c 

[0 0 6 8] 1L-6<D<{ >KV9-l±* l^/-f>Sg 

<tt£cOgp 1 3 OH -B$I L-6?Sttt-HL-C|!a»14 
-C-&4 £<fc&StiTv^o Lrt>U I L - 6 t "5T g 

XZffitf- IL-6(1 
h >i^l±/N°9 ? 'J >0®§i|£}grf 4fc#x.£>*t 

Sti, ^T-|W|D£*:(4fi«LT^4ilfflfl&lc,£ t}ffiv><b 

[0 0 6 9] IL-6fflItl>iifli> WT^^ 

ir : #f£14#Mtt (mm) ; Tt^i&JS ; ; -j 
x;uv>^ ; **--->*|*)M (KS) ;J£— ?n->14& 

jfeJltttMgp'J^^^iJiWwHIffife (RA) 
&®M&$km (SLE) ;#«tt®ftS (MS) 
ffiiAS (mg) (gbs) ; 

h * v y * v a »/ * MglP ; »iStti3 J: -T 
Pife ; HTL V- 1 -gl^WSI^ (HAM) ; T)Vy/s 
(&-§««*«) ; -L«£*!>?£Ji*i 
iLKiS^^v^AjflLfilo I L-6ri ? BiJiU#;z>£<b&£ 

£ ; wmL-m^m ; &tft£»£jg> ; Eg^^*^i§»@ 

ttSSP^lF (Critical illness polyneuromyopathy) ; 

M&m;*. h -y ;ux!g& ; Wfflm.ffi ; 
; HE** ; h i v ; wnmm ; ^wmmL&mm ; 
w?jV&w$L ; «»i£*8§5fc ; auff3t«T»js*£ ; 

x vmm&m ; mmwm ; i&Tmtemm ; .*tt* 
s&lHfe ; ¥imffi ; ^@gnB ; * > ;u e * > * 
; EffljateiSM^ ; ; mfeffi ; UtePiKifc ; ^ 
; HKi£Bifc$ : tt^KM^fflsaii ; vma 
^■jaftf^f ^«Jfc t>->->**t^ (Am 

eningiomas) ; ; Sl^it ; ; ffi±fflffi.& ; 

> y ; ¥^Bft**^ ; # Mot ; s;i4*j£Jl ; »^ 



(10) #i¥8 - 2 4 5 4 1 4 

18 

7X ; I g AW^ ; ; 7 r > n -^.^iflL ; mm 

[0070] (a^fiiJ «t v * - n,) izmm 

[0 0 7 1 ] (*iJJ:O f ">'r^Xlt^je.) **fcJ4«>-f 

70 otfcfek LTfflv»ibfLf»*o Mill B«w*#S{±, 
lffi:fiar-**CATX4f + >->?' (nvtfjL- 
i'ftJJ'fltl'^WHrWIMeft) , MR I OaSC^iUMtt 

Si:J;t)ti^-$ftSI, 0 -5'Ouxf 7tli^E<7)^ 
0®«iJ^fi<)K^U J: <0 B I §^ £ i\Z>m$k<F>'Mfti5 X If 
I) ^ (-t*U±, *W«#-CJi*«*ilMTS*4 
JSHt LTffl^^fLT^^7& s ) J±, flf5g«5*jR»z4Sff-r 

is J: IE** 1 * S *t» 4 o . 

[0 0 7 2] (ffc**ttUi»»t***fe ± WSlJftfflcoM 

f^ffl *m£rf %> <0 (r *a-T* 4 0 #1^*4 Wftffl t- 

*#S*fcli*JltOi&l«>4^IBI«9j*^ &oT, StJE 

ft (« x 11 #<o«<^ ij J: triJIO* # S L < jfej? 

[oo7 3] (i^RioM) eeftati, ee 

^lc*tLTltx.<btL7t (mount) *5g£I&^t LrfEfK 

«F*» ib* C4Jfee.lt, B*»Uj|£<-t-LTa£ftLT5Hi 
4o Cn<bcO^,S>^CO#< (C*iii-4*iiH^-C0 1 O 

^MUI4, ^•fLT^^i' F^v^Olfift 
*U -?-ixlitf!lx.ll UttHieu^vf-, 91 

50 mmii. M*Slt**^o Zflh<D^SAZiHfi > 0r<<D 
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*«otit-»:7jq?fti-^c: ceo «fc o fcu -}-7^#§ 

(#Jx.l±\ 'J * 9 (Situ nR 

NP, Ro, HXlfLa) . DNA, RNA, £ * h 

lt <b *tT tJ> £ 7t l±# gfco'lt «b iXX ^ & v » g £#tHO 
U*tLTjfil6j«T*i)»*, **iE»*S:tJffi(i, #5@^fft 

£ tfc#a*»Sl-r 2> Z Hz£ V) # Sto'lt (b *t& o £ OgLfc 

(4, His J;O f '(fe<ogiSr J 0^f*lC'(S-p7l:ISl*l<oSEl§U J: 19 
7F£it£ 0 -?-*t(4. £|£JgK«iiji-£fiSfa^ab&<> 

#»L#4^M4*S3*SL> JfeWUIiBlfctt* 

JtttW<0*SI**(|*5Hi:*o EEi/tffcl-^KO 
tt:i ^^StL^tf-g-t *-So ®);L(±\ 5?&*l±> 

10 0 7 4] LK-2 0 0<O— fi:»4jft4* 

lk-2 00*. igwicsn^Hir-rt-. 3.-rz\±ffiffi.mzm. 

W-tZZtt£<. 2WPIHIJaiF«3-C»J»i-4o 50 
cc<OLK-200£50-l OOcc O MltO^S* 

«SA4fc{±j&«F^i£C 
-C\ 100-200cc<OLK-200# ? . 50-10 

0 c coanfo«w*afta*t»-&s*t»*o — 

5 0- 1 0 0 c c<oa-^<7)j^ffi^a^:tS7Ki:?m-&L 
tsocct s*oco 1 0 - 1 4 a ra<^p^ 1 a 1 mis:-*?- 
l, -^v^\ iawnc3iao^*-y3.-^-cs4--r*o 

ttiS&l- J:tu±\ 5 0 - 1 0 0 c c 

*til^L^:2 0 0 ccit'<OLK-2 0 0^ 1B4 
ISI!5t5-3*L*o S^--r-<#^:Sfi(-^ 
LT, 5-4 5fl-BI*»»tr#MrttlftASK*o *#U 

[0 0 7 5] *5- 7<7)r'-^iiJ:O f ^-|i<7)eg^-f*-^ 
i:i t^Sft&J: 9 1 iSra^7t <5 3 - 5 ®J£-5-$*t 



(11) 8 - 2 4 5 4 1 4 

20 

-i)Sfflfla^*-L?»OtS:^4*. 5 0mli>t>10itli2 

fife (negat ive dose dependency) # s £>.5>o 

[0 0 7 6] «^Ml*JJS^-(i> aUfWIBHRrtaEStt-J: 
ffimMifrh'iTfrixnZ><> &&*§£-UI4. *.#14. Hieman 
* -r - t )K0 i o 'iviAfflUfflv^^f^Htfflo^AP 

& V M4 d ft «b <F> # y~ - 7- >\s<Di%.m £ ^> ffi<0 fflii 
70 fflVi(btt^>4f^<7)iI#T^fi*7 i -7 i ^*'S,-S-i-^o L 
K-2 0 0t±*fc> S4Rfi*K-li:«S!iMl*3^i£Ai-*ii: 

[0 0 7 7] 1 BMSJfc *9 llsl^ib AM* "CSE 

if.ti#4K ab«>v»(iRSB, S <± 1 SPbTI- 2 M £ tc 

itzm£x* ; $L'>%ix'&z> 0 ttm(fi%&m-&ii. o. ic 

c/B tlOOc c/B t <^Pfltc^L < . ^L-T^j 1 
0-5 Occ**, 1 B 1 HI i 7t(4 2 HJ£> & v^[±RS H t*S 

-§-$tt^>o 

20 [0 0 7 8] S#=&:# s <b. JblST'lSflt $ fifz^.m&(±, 

[0 0 7 9] *f§^(±. JiLT<7)l>g^Lrv^V^te0!|5r 
[0 0 8 0] 

1 : m<e^<oi&ffi 

iBB-7Bi:ioomi <nm.-%<ni£.m.A^<F> 1 B 1 

Mi«10-50mlOLK2 0 0J, 15-30 
30 fl-M*»»tr#*rt^S^-LJko 

[0 0 8 1] 8 B BJiJ.^ : 10 — 50ml<OLK200 
*> lilF^lC2 -3ElS:-5-L7to 
[0 0 8 2] «SKS»*«i-fl"t?*v»»^-{i % 1 mil*: 0 

ffl<±tim$*t^^o^o 

[0 0 8 3] Cft#<?>#cSI) L K 2 0 0 0*l5JOffls:?r 

40 4-4 8WFMJem*j»w % ^8 uwjwuiBLjfciiaF^Bpaiu 

[0 0 8 4] LK2 OOT'Mtitlf^^^f-^ 

m8izm®.-tz> 0 zzx-ii. mizmirtzms.il mm 
i.tzw^m.m£ fz&ffiM:<o&Lm.zwffliz&^.x^2>o 

ffiJSJo Xirffim*. CAT^^r-V> > MR I, iSil^g 
««atK i 9 8R5gL7C:. 

[0 0 8 5] 

[*8] 
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A 1 0 1 

A 1 0 2 

A 1 0 3 

A 1 0 4 

A 1 0 5 

A 1 0 6 

A 1 0 7 

A 1 0 8 
A 1 0 9 

A110 
A 1 1 1 
A 1 1 2 

V 1 0 1 

V 1 0 2 

V 1 0 3 

V 1 0 4 

V 1 0 5 
R 1 0 1 



(12) 



#53^8 - 2 4 5 4 1 4 



C A 

ii-S/PflCA U0satf)Bfc 



8 : 
4 : 
1 

3 igff^ 
3 iSRB 
6illll 



8 

2 ; 
L il^ 
4&P.5 

8iIF^ 



6 8 % 
3 0 % 
1 2 % 
28^ 
36% 
3 5 % 



3 5 9*5iaEgj&tt?g 
7 8 96&$E&£ 
5 2 Kgftgjfi 

3 5% fiif 3? 

4 0 9tf3&ffi#fl5RJtfe 

4 0 % 

1 o %un 

2 5 

.00% 
6 0 % 



[0 0 8 6] ItOf- * *J^Tt^#fSi-^>o 



[0 0 8 7] 



IfAl 1 2 (#J3J:U f lfflH^Ote©1t<OS,ttllfell) 



[0 0 8 8] 



[0 0 8 9] 



(1993^4^) 



ey>nf>6. 7 

JFF4NB : _t# 

1993^6/110 HU*lf>4. 5 
ffHM : IE* 



[0 0 9 0] 



7 ^ * V * X -7 r * - -fc* J3 <£ 0* B UN#««I L 
6 0 % (fXJf ) ffi&Lfz ; fflgO^ 5 0 %0«E##ft < 



40 



1 0%*^S?S*M4> 

2 5-3 0%^fSim 



*#V 1 0 3 : 
»JWfi>«r (palmer) Lfc ; JR#(±»BW 3 
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(13) 



#^¥8 - 2 4 5 4 1 4 



23 



24 



[0 0 9 1 ] 



[0 0 9 2] 



,9,*v i o 5 {ii^-vmm) : 

*,#r i o i : 

tttfTOES : HIVCJ;^ ft«ftl»ill«3R053tt ; CD4(i2 5*81; Jil 



[0 0 9 3] 



[0 0 9 4] ^Jfe0!l2 : (EiPtA^tf*^* 
^7fyt^b (keratinocyte) li, 
IL-6£jg£L, IL-6t:fi5§t^ (Grossman, R. 
r Inter leukin-6 is expressed in high levels in 

Psoriatic Skin and Stimulates Proliferation of Cu 
Itured Kerat inocytes. J Proc. Natl. Acad. Sci. USA 20 
1986: 6367, 1989; Bergui, L. , T Inter leuki n-3 and 
Inter leukin-6 Synergi st ica 1 1 y Promote the Prolifer 
at ion ofMalignant Plasma Cell Precursors in Multip 
le Myeloma. J J. Exper, Med. 170: 613, 1989) 0 VXT 
IZTsk-fXilZ^ L K - 2 0 0 *ft»4:f^ If CS4t 
St, «BOSft*f Lfco IL-6I4i3J:^/J/: 

[0 0 9 5] 1 BMtz *) 2 0 ^7^(0k Yuu)V^V> 
IBOJ: 9 (CL K- 2 0 0«t«SrB8*&Lfco ^Kn^^f 

[0 0 9 6] 4ams, fitii, iaa/^5^Ao 

[0 0 9 7] SittOWaK^HaLfcKtfS:*^ 2AI 
Ofifi, LK-2 0 0-Cja«L7t o f£«(;Ju i£*<OE 

[0 0 9 8] 4i!Ht:fcfcoT, IfOI-gG^ 
(i, 2 1 gm%- 1 5 gm%-e*ofc 0 «£#t*. **0O 

2apflifc«i3aH-c5 o%^l^o A^-ii. #<o*s 

[0 0 9 9] #li£taJ3 : ISteRISPJ ^^SrS? Sf<^) 

lk-2 o oii. ^^-i Yttj ><nm$L*mu-t 

HL«a»* (ESR) <±. 2 0 50 



LK-2 0 Oat^lLTv^tO 
0^>f ■7 p tzM^*<«JWtCT^ofco £tP#* (ESR) 

5g2ti£ 0 7^y'J/-r>(7)±jS{i, IL-6tiJ:*9 
pgp^tt^o figoT. I L-6£j£OWHMi*:<i 
^^n^COffim^Z £ If), E SR«i,fe»tZl&TL#So 

[oioo] ctu??o*s**#jatLr. *<b*9>*tt<Df£ 

*<0?fij* (gold treatment) i3 <fc IT;* b hl/^ 

4^:£c14£> LK-2 0 0ti&j»Lfco«t 
(is ffii»Ba*&B#^«i. vtPt^6 0 t*o/: 0 LK-20 
0*2iiWi£#Ufco 

[oioi] M^2irifi m#oeti*^«i. i 5- 

2 o#ifi<?5El!Mi(c(5tarB5ofco ffi*N±. ^t-*B**3 

[0102] ^ifc#U4 : 
,ft#:jR#U\ l 3^<7>aA*14T% MjKift^ffi-c* 

Mt?*ofco -<7)Sf(i. i&*BB*&lWK3 2 5 c cO 
tf-^»Sr^L;to ffitfcli. B4 J ii2B#IB«SU6 0 S V 
^7^fo, M;«B#cifi l 8 0 ^'7A(0> 

[0 10 3] (*ifc) : «WJJp;*L7fcLK- 2 0 0 *. 
2 0- 4 5&rit:^/:oTlf t:«|*ife4t^o 5 0 
cc<7)LK-200£50cc Oiiljf O jSW^Stfeffl* 
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(14) 



^m^S~2 4 5 4 14 



25 

[0 10 4] flt^<7>2iIPa1U, ft#(±*ffijffift<03ftKU 
rv s 4B<0>^f y >K^ft(±, 2B#Pa1ftU6 0 ^ 'J 7 

[0 10 5] *ffitt*^S<oi&*^fflv* 

XT, 5 0 c c OIt^4Itffl*tf 1 0 0 c c <0L 
K- 2 0 0 ^3 0*J^±*^tTBSQUffi*U#x.^^i: 

Ott«l±^£UiH1ftU -eLTffi*(i*»^?>3:%± 

t±, 2B#P^@{I3 0 S V ^ AiTiSc^Lfl, ^LT8# 
*&x.fco tT-^atti. *D#> 3 2 5 c c frh 2 2 0 c c 
iWofco ^<0 3 - 4JIIWtc;b7toT. tf-^yiL(± 
»Hi:±#L, S.ftTl±3 5 0-4 0 0 cc igit^ 

^uHrtS-c*<). -i-LTSi«u«sfstLfciKrtojiai 



26 



70 



20 



LtBaL»tfco LK- 2 0 0<Offlfi£. £ 

BIB, TKBP B , i3 J: Xf&mB U lOOccI L 

[0 10 6] r-fc^/un'J ^Stftfc-t^ttC^FWttDLfrO 
ilSU<t*9. S^USif^^liSo LK-2 0 0T1 

3. 9 nmo l/LT*Aofc 0 
SELfcffe, l"OMi3. 0 nmo 1 /L it«^Lfc 0 

[0107] *&m<nj5m<D&.$£mt$£xf& : m&i*, ± 

tiTv^^ 0 
[0 10 8] 



(51) Int. CI. 6 

A 6 1 K 38/00 



C 0 7 K 
C12N 
C 1 2 P 
//(C 1 2 N 
C 1 2 R 
(C 1 2 P 
C 1 2 R 



35/12 
14/52 

5/10 
21/00 

5/10 

1:91) 
21/00 

1:91) 



AB J 
A B X 
AC J 
AC V 
ADA 
ADV 
AC V 



9281 -4 B 



F I 

A 6 1 K 37/02 



C 1 2 N 5/00 



ABD 
ABF 
ABG 
AB J 
A B X 
AC J 
AC V 
ADA 
ADV 



B 



<71)fflKA 595103946 

3400 Peachtree Road 
N. E. , Sui te 811, A t 1 a n 
t a , Georgia 30326, Unit 
ed States of Americ 
a 
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